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Abstract
Purpose of review  In this review, we explore the chromatin-related consequences of laminopathy-linked mutations through 
the lens of mechanotransduction.
Recent findings  Multiple studies have highlighted the role of the nuclear lamina in maintaining the integrity of the nucleus. 
The lamina also has a critical role in 3D genome organization. Mutations in lamina proteins associated with various lami-
nopathies result in the loss of organization of DNA at the nuclear periphery. However, it remains unclear if or how these two 
aspects of lamin function are connected. Recent data suggests that unlinking the cytoskeleton from the nuclear lamina may 
be beneficial to slow progress of deleterious phenotypes observed in laminopathies.
Summary  In this review, we highlight emerging data that suggest interlinked chromatin- and mechanical biology-related 
pathways are interconnected in the pathogenesis of laminopathies.
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Introduction: The Nucleus Organizes 
Chromatin

The nucleus is a complex organelle that encloses, organizes, 
and regulates multiple aspects of the genome. Metazoan 
nuclei feature a meshwork of proteins at the inner nuclear 

membrane surface termed the “nuclear lamina”  [1]. The 
nuclear lamina provides integrity to the nucleus and acts 
as a scaffold for chromatin organization [1–5]. Pathogenic 
mutations and haploinsufficiency in genes encoding nuclear 
lamina proteins, particularly LMNA, result in a collection 
of syndromes referred to as laminopathies, which includes 
myopathies, lipodystrophies, neuropathies, and segmental 
progeroid syndromes [6]. Laminopathies are associated with 
loss of chromatin organization [7–10, 11•, 12], compromised 
signal transduction [13–16], and aberrant mechanical trans-
duction (hereafter mechanotransduction) [17–19]. In this 
review, we examine the chromatin-related consequences of 
laminopathy-linked mutations through the lens of mecha-
notransduction, highlighting emerging data that suggest inter-
linked chromatin- and mechanical biology-related pathways  
are at the nexus of laminopathy pathogenesis.

Within the context of laminopathies, we will first discuss  
the normal role of the nuclear lamina in chromatin organi-
zation before exploring the impact of mechanical forces on  
lamina-mediated organization. The nuclear lamina is critical 
for normal epigenetic gene regulation and genome organi-
zation [1, 20, 21]. Chromatin is radially organized within 
the nucleus, with some chromatin regions positioned at the  
nuclear periphery versus other regions more centrally posi-
tioned within the nucleus. A subset of peripheral chromatin 
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physically contacts the nuclear lamina, in regions termed 
lamina-associated domains (LADs) [22]. In studies using  
various forms of genomic mapping, LADs comprise  
~ 30–40% of the total genome and are highly gene depleted  
[22–24]. Moreover, genes localized within LADs are typi-
cally transcriptionally silenced and enriched for hallmarks 
of heterochromatin, including di- and trimethylation of 
lysine 9 on histone H3 (H3K9me2 and H3K9me3) [22, 25, 
26]. Therefore, it is unsurprising that pathogenic or hap-
loinsufficient LMNA mutations, which are linked to lami-
nopathies, have adverse effects on the epigenome [27]. 
In brief, across various models, pathogenic LMNA muta-
tions or reductions have been linked to aberrant changes 
in higher order chromatin organization, LAD positioning, 
DNA methylation, distribution of post-translational histone 
modifications, heterochromatin localization, and transcrip-
tion. We refer readers to other recent reviews for additional 
details [7, 23, 28]. While the specific mechanisms underly-
ing these defects remain the subject of study, it is generally 
appreciated that reductions or defects in nuclear lamins are 
linked to a weakened nuclear membrane [29, 30], which 
itself is a critical factor in responding to mechanical stress  
and cues [19], as discussed next.

Nuclear Organization 
and Mechanotransduction: Mechanical 
Signals are Sensed by the Nucleus 
and Impact Genome Organization

Cells and tissues are continually exposed to stress from vari-
ous sources. Mechanical stress can result in alterations to the  
structure and function of cells, including rapid transcrip-
tional responses, in a process referred to as mechanosensing  
[31]. Mechanically-induced stimuli are transduced by struc-
tural elements of the cellular membrane, cytoplasm, and 
nuclear envelope, as well as mechanosensing nuclear ligands 
and signal transduction factors in both the cytoplasm and 
nucleus, ultimately converging on transcriptional responses. 
Extensive studies have explored the impact of mechanical 
stress on cells and are well-reviewed [17, 31, 32], and we  
highlight key studies supporting the hypothesis that the nucleus 
can directly or indirectly respond to extracellular forces. First, 
the Ingber group established that external force impacts nor-
mal nuclear shape. The team demonstrated that micropi-
pette indentation on the surface of endothelial cells resulted 
in significant nuclear deformation [33]. Other foundational 
work from the Discher laboratory revealed that the stiffness  
of the nuclear lamina matrix, via concentration changes of 
nuclear lamins, scales with the amount of mechanical stress 
in specific tissue types [34]. These data strongly indicate that 
nuclei can both sense and respond to differing amounts of 
physiological mechanical stress. Reciprocally, in an ex vivo 

cartilage study, enzymatic degradation of factors contribut-
ing to extracellular forces resulted in a reduction of nuclear 
membrane stiffness [35], again suggesting a functional link 
between mechanical force and nuclear response.

In considering the role of the nuclear membrane in chroma-
tin organization, several studies provide specific support for 
chromatin changes in response to mechanical force changes. 
In a custom-culture neuronal cell model, repeated high 
impulse mechanical loading resulted in increased dynamic 
nuclear response, deformations in nuclei, and chromatin dis-
placement [36]. Similarly, mesenchymal stem cells grown in a 
tunable hydrogel system responded to increased extracellular 
matrix stiffness by increasing histone acetylation (via down-
regulation of histone deacetylase) and nuclear stiffness, which 
led to a specific osteogenic fate commitment [37]. In another 
hydrogel model, porcine aortic myofibroblasts that under-
went persistent activation from stiff hydrogels were unable 
to deactivate, even after the stimulus was removed. Moreo-
ver, following persistent activation, myofibroblasts developed 
condensed chromatin and reduced chromatin accessibility, 
attributed to decreased histone acetylation by upregulation 
of histone deacetylase [38]. These and other studies strongly 
indicate a role for the nuclear lamina in maintaining normal 
genome integrity and organization in response to extracellular 
mechanical stress.

Defects in Nuclear Lamins may Impact 
Mechanosensing

It is paramount to understand how normal levels of 
mechanical force or stress are impacted in laminopa-
thies, where defects in normal nuclear lamina components 
weaken the nucleus, affect genome integrity, and are conse-
quently associated with chromatin organization changes. It 
is noteworthy that cells with pathogenic laminopathy muta-
tions or reductions in normal lamina components result in 
defective nuclear mechanosensing and exciting to address 
how this defect may be linked to disease pathogenesis. To 
this end, nuclear viscoelasticity is decreased in lamin A/C 
knockout mouse embryonic fibroblasts (using magnetic 
nanorods) [39]. Similarly, our group has shown reductions 
in viscoelasticity in human induced pluripotent stem cell 
(hiPSC) derived cardiac myocytes harboring pathogenic 
LMNA mutations [11•]. Nevertheless, it remains unan-
swered if cytoplasm-nuclear force communication plays 
a role in these phenotypes and if mutations in other com-
ponents of mechanosensing machinery result in similar 
pathogenic phenotypes.

The studies highlighted above showcase the impact of 
manipulating extracellular force on nuclei, but it is important 
to consider how normal mechanical load and extracellular 
forces are linked to the nucleus. In higher eukaryotes, force 
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propagated through the cytoskeleton is “communicated” to 
the nucleus by the linker of nucleoskeleton and cytoskeleton 
(LINC) complex, a protein network comprised of emerin 
(EMD), SUN (SUN1 and SUN2) and nesprin (SYNE1 and 
SYNE2) proteins [40, 41]. The LINC complex physically 
connects to the nuclear lamina via SUN domain proteins 
and to the cytoskeleton via the KASH domain of the nesprin 
family proteins [42]. Directly relevant to this review, several 
groups have demonstrated an epistatic relationship between 
the LINC complex and lamin A/C in various models, as 
outlined below.

First, in a murine model, laminopathy phenotypes and 
reduced lifespan observed upon global Lmna loss were sig-
nificantly ameliorated with global deletion of Sun1 [43]. 
More recently, the Stewart laboratory utilized a conditional 
Lmna knockout murine model to expand this observation. 
They confirmed that organism-wide Lmna deletion in a Sun1-

/- background doubled the lifespan of the mouse and further 
showed that cardiac-specific Lmna deletion in a Sun1-/- back-
ground ameliorated gross nuclear defects and organizational 
changes in cardiomyocytes, significantly reducing cardiac 
pathology [44••]. The authors then employed a dominant-
negative SUN1 protein that uncoupled SUN-nesprin interac-
tions. Expression of the dominant-negative SUN1 protein in 
Lmna deficient mice phenocopied Sun1 deletion, suggest-
ing that lamin A/C deficiency requires the LINC complex-
associated role of SUN1 or that prevention of the lamin A/C 
deficiency defects requires the concomitant loss of the LINC 
complex-associated role of SUN1. Of note, the longevity of 
the Sun1-/- mice is surprisingly relatively preserved and is 
indicative of considerable functional, cell type-specific, or 
combinatorial redundancy in force sensing factors. These 
studies highlight the interplay between force propagating 
factors and the nuclear lamina components collectively sug-
gesting that normal mechanical force is detrimental to cells 
with compromised nuclear lamina integrity, which can be 
at least partially relieved by eliminating force sensing in the 
impaired nuclei.

In another recent study, researchers have shown cardiac 
myocytes integrate mechanical cues during differentiation, 
concordant with chromatin changes [45••]. Specifically, 
the team showed that intranuclear mechanical tension 
spatially correlates with H3K9me3-marked chromatin. 
Changes in nuclear deformation, either through disrup-
tion of LINC complex proteins or manipulation of normal 
environmental stiffness led to changes in the pattern of 
H3K9me3-marked chromatin by immunofluorescence. This 
could be due to multiple possible mechanisms, including 
the dissociation of H3K9me3-marked chromatin from the 
nuclear periphery, the redistribution of H3K9me3-marked 
chromatin, or the de novo formation of heterochromatin. 
Distinguishing these different possibilities will be critical 
to understand the molecular basis for how mechanobiology 

impacts genome organization. The authors provided addi-
tional support for observations that chromatin organization 
can be abrogated by manipulating stiffness. Their work is 
consistent with an emerging theme that dynamic mechani-
cal environmental cues have a functional role in cardiac 
differentiation [46, 47] and development, perhaps through 
changes to nuclear architecture.

Further underscoring this connectedness, the Goldman 
laboratory has demonstrated that A- and B-type lamins 
interact with different components of the cytoskeleton via 
the LINC complex to regulate various mechanical pathways 
in mouse embryonic fibroblasts (MEFs) [48]. Specifically, 
A-type lamins (lamins A and C) interact with F-actin and 
vimentin intermediate filaments (VIFs) to modulate cortical 
stiffness, cytoplasmic stiffness, and cell contractility. In con-
trast, the B-type lamins (lamins B1 and B2) mainly interact 
with VIFs to modulate cytoplasmic stiffness and cell con-
tractility. The team then used dominant negative LINC con-
structs and RNA interference to specifically ablate regions of 
the LINC complex that interact with F-actin and VIFs, which 
resulted in decreased cortical stiffness or cytoplasmic stiff-
ness, similar mechanical phenotypes to cells that lack A- or 
B-type lamins, respectively. These results provide additional 
evidence for the nuclear lamina and LINC complex working 
in concert to modulate the mechanical properties of a cell.

Given the compelling functional link between mechani-
cal force and nuclear architecture, it is critical to understand 
what happens to a normal nucleus in the absence of normal 
force sensing. Intriguingly, it has been observed that patients 
with mutated LINC components, including mutations in the 
nesprin proteins SYNE1 and SYNE2, phenocopy laminopa-
thies and can develop muscular dystrophy, dilated cardio-
myopathy (DCM), and some aspects of neuropathy [49]. A 
mouse Syne1 knockout model (nesprin-1 lacking the SUN 
protein-interacting KASH domain) showed decreased sur-
vival, attenuated growth, and aberrant nuclear positioning 
in skeletal muscle [50]. The authors demonstrated defects in 
transmission of normal force and strain in muscle fibers lack-
ing nesprin-1, collectively suggesting that nesprin-1 is essen-
tial for normal genome organization and nuclear positioning 
in skeletal muscle. Similarly, targeted deletion of Syne1 and 
Syne2 in murine cardiac myocytes resulted in early onset 
cardiomyopathy and cells with aberrant nuclear positioning, 
shape, and chromatin organization [51]. In this study, dele-
tion of either Syne or both ablated gene expression changes in  
response to mechanical stimuli, again linking normal mechan-
ical stimulation to functional gene expression responses. The  
McNally laboratory generated a mouse model where the 
C-terminus of nesprin-1 was deleted, ablating all SUN-nesprin-1 
protein interactions [52]. Homozygous mutant mice exhibited 
significant lethality and surviving mice had severe limb mus-
cle and cardiac defects. Additionally, the Prosser laboratory 
has demonstrated that desmin, a muscle-specific intermediate 
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filament, is required to maintain normal gross nuclear mor-
phology and LAD-mediated genome organization via interac-
tions with LINC complex proteins in rat cardiac myocytes [53].

Aberrant Chromatin Organization may Link 
Mechanosensing‑ and Lamina‑Mediated 
Laminopathy Disease Progression

The chromatin organization defects in pathogenic LMNA 
mutants, the link between mechanosensing proteins and 
the nuclear lamina, the role of normal mechanical cues to  
functional chromatin organization changes, the overlap of phe-
notypes in pathogenic LMNA and SYNE mutations, and the 
ability to ameliorate a murine laminopathy by the deletion of 
a force sensing LINC protein collectively raise the interesting 
possibility that mechanical and lamina/chromatin-mediated 
mechanisms are linked in the manifestation of laminopa-
thies. This connection is starting to be more closely exam-
ined, including work by the Wickstrom laboratory, which has 
determined that chromatin can alter its own mechanical state to 
maintain genome integrity in response to nuclear deforma-
tion [54••]. Specifically, the team showed that cells counter-
act mechanical stretch that deforms the nucleus by reducing 
H3K9me3-marked heterochromatin. They also show that per-
sistent stretch can result in adaptation of cells within tissues to 
redistribute mechanical force, allowing cells to restore normal 
chromatin states. Relatedly, the Mauck and Lakadamyali labo-
ratories showed that changes in the substrate stiffness of teno-
cytes and mesenchymal stromal cells were linked to changes in 
chromatin compaction, which were reversible in healthy cells 
by dynamically stiffening the substrate [55].

Repeated mechanical stress and nuclear rupture causes 
DNA damage [56]. Laminopathy models have suggested 
that LMNA mutations weaken the nuclear lamina, causing 
both increased nuclear rupture and DNA damage that likely 
contribute to disease pathology [57, 58•]. Notably, the spe-
cific laminopathy Hutchinson-Gilford Progeria Syndrome, 
is a disease of accelerated aging and prominently features a 
high degree of DNA damage [59], and the link between lami-
nopathies and DNA damage is an exciting and well-reviewed 
area research [60]. Of interest to the scope of this review, 
both lamins A/C and LINC complex components promote 
DNA damage repair [61–63]. Further, the Lammerding labo-
ratory recently showed mechanical trauma of Lmna mutant 
myocytes caused nuclear envelope rupture and DNA damage 
[58•]. When the research team disrupted the LINC complex 
via dominant negative KASH, this ameliorated rupture and 
improved contractility. They further showed that muscle biop-
sies taken from patients with LMNA muscular dystrophy also 
demonstrated an increased DNA damage phenotype. Taken 
together, these results emphasize a role for mechanically- 
induced DNA damage in laminopathy pathophysiology and 

disease progress, opening the exciting possibility that such 
a pathway could be considered for therapeutic targeting 
to improve disease outcomes, should DNA damage be an 
important contributor to laminopathy phenotypes [64].

Collectively, these studies strongly support the idea that 
a function shared by the LINC complex and lamin proteins 
is affected by mechanical stress. One possible model is that 
mechanical force, as sensed by LINC complex components, is 
critical for normal genome organization through the connec-
tion to an intact nuclear lamina (Fig. 1). In pathogenic LMNA 
mutant cells or in cells with reduced LMNA levels, the normal 
lamina integrity is compromised, resulting in gross nuclear 
abnormalities, DNA damage, and loss of LADs [8, 11•]. 
Therefore, one can speculate that gross nuclear morphology 
and chromatin organization defects may be the result of normal 
mechanical force no longer being tolerated or properly sensed 
in cells with compromised nuclear lamina integrity (Fig. 1, 
top right). This model provides exciting opportunities to test 
aspects of the mechanosensing and lamina connection to better 
understand their interplay in laminopathy disease progression. 
First, as discussed above, loss of nesprin proteins results in 
some laminopathy-like phenotypes. This suggests that mecha-
nosensing is also required to maintain normal genome organi-
zation and nuclear integrity, even in the presence of otherwise 
normal nuclear lamina components (Fig. 1, bottom right). 
However, this has not been empirically demonstrated and 
the molecular similarities and differences between mutations 
in nesprin versus lamin proteins also remain unknown. An 
initial step in understanding this connection is to map LADs 
in cells either lacking individual nesprin proteins, expressing 
the aforementioned dominant-negative peptides, or harboring 
patient-inspired mutations. If LADs are lost, are they similar 
to those LADs lost in pathogenic LMNA mutants? If so, it is 
compelling to focus future studies on understanding temporal 
dynamics of this dissociation and if similar gene expression 
changes are linked to this LAD dissociation.

Relatedly, as presented above, mechanical force that 
results in nuclear deformation results in release of periph-
eral heterochromatin to maintain nuclear integrity, shear-
ing, or rupture [54••]. In LMNA mutants, it is possible that 
the normal amount of mechanical force upon a nucleus can 
no longer be tolerated because the lamina itself is fragile 
and mechanically strained [18] and no longer appropriately 
scaled with the normal amount of force [19, 34]. This can 
be tested by uncoupling the force sensing mechanism from 
the nuclear lamina. For example, in a cultured cell sys-
tem, it is possible to express pathogenic LMNA mutants 
or deplete LMNA in cells where SUN1 is also deleted, or 
to express the aforementioned dominant-negative peptides 
that uncouple nesprin-SUN interactions. If gross nuclear 
morphology and LAD organization are preserved, this 
would suggest that a nucleus with impaired strength or 
integrity manifests morphology and organization defects 
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because it cannot properly withstand normal levels of 
mechanical stress or force (Fig. 1, bottom left). Of note, 
this experiment would be designed to preserve normal 
nuclear morphology and organization upon abrogating 
lamina integrity. It is much more challenging to consider 
a situation in which abnormal LAD organization would be 
restored after it was disrupted. To date, it remains elusive 
how LADs become established each cell cycle, and pro-
teins that tether LADs to the nuclear periphery are also 
mostly unknown in mammalian cells [65, 66]. Moreo-
ver, cardiac cells are post-mitotic, and it is not yet clear 
if it is possible for LAD organization to change without 

a cell cycle. These and similar efforts underway by many 
research teams will continue to uncover additional critical 
factors, mechanisms, and pathways impacted in laminopa-
thies, revealing the interlinked contributions of chromatin 
organization and mechanosensing in disease progression.

Conclusion

The nuclear lamina plays multiple integral roles in the 
cell, including providing structural support for the nucleus 
and integrating cytoskeletal forces impinging on the LINC 

Fig. 1   Model: Mechanical force is critical for normal genome organi-
zation. Top left: Wild type cells exhibit normal force transduction 
to the nucleus via the LINC complex and have normal LADs at the 
nuclear periphery. Top right: Cells with perturbations of the nuclear 
lamina via mutations in LMNA feature compromised LADs and aber-
rant upregulation of non-lineage genes. Bottom right: Cells with per-
turbations to the LINC complex via SUN1 deletion may demonstrate 

compromised LAD organization, leading to aberrant gene expression 
and failure to properly respond to mechanical stimuli. Bottom left: 
Perturbation of the LINC complex in LMNA mutant conditions may 
preserve LAD organization and prevent abnormal gene expression, 
based on observations of Lmna mutant defects (partially) ameliorated 
with concomitant SUN1 loss. Figure created with BioRender.com
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complex and nuclear envelope. In the nucleus, the lamina 
plays an important scaffold for chromatin to be organized 
in three-dimensional space. Emerging data suggests an 
intricate interplay between these various functions that 
may contribute to development and disease.

Acknowledgements  We thank the Jain laboratory for critical discussions 
and reading of the manuscript, particularly Ashley Karnay. The work was 
supported by a Career Award for Medical Scientists from the Burroughs 
Wellcome Foundation, AHA/Allen Foundation, NSF CMMI-1548571, 
and NIH New Innovator Award (DP2 HL147123) to R.J. G.T.S. was 
supported by the National Center for Advancing Translational Sciences 
(TL1TR001880). Figure created with BioRender.com.

Compliance with Ethical Standards 

Conflict of Interest  The authors declare that they have no conflict of interest.

Human and Animal Rights and Informed Consent  This article does not 
contain any studies with human or animal subjects performed by any 
of the authors.

Open Access  This article is licensed under a Creative Commons Attri-
bution 4.0 International License, which permits use, sharing, adapta-
tion, distribution and reproduction in any medium or format, as long 
as you give appropriate credit to the original author(s) and the source, 
provide a link to the Creative Commons licence, and indicate if changes 
were made. The images or other third party material in this article are 
included in the article's Creative Commons licence, unless indicated 
otherwise in a credit line to the material. If material is not included in 
the article's Creative Commons licence and your intended use is not 
permitted by statutory regulation or exceeds the permitted use, you will 
need to obtain permission directly from the copyright holder. To view a 
copy of this licence, visit http://​creat​iveco​mmons.​org/​licen​ses/​by/4.​0/.

References

Papers of particular interest, published recently, have 
been highlighted as:  
•   Of importance  
•• Of major importance

	 1.	 Dechat T, et al. Nuclear lamins: Major factors in the structural 
organization and function of the nucleus and chromatin. Genes 
Dev. 2008;22(7):832–53. https://​doi.​org/​10.​1101/​gad.​16527​08.

	 2.	 Andres V, Gonzalez JM. Role of A-type lamins in signal-
ing, transcription, and chromatin organization. J Cell Biol. 
2009;187(7):945–57. https://​doi.​org/​10.​1083/​jcb.​20090​4124.

	 3.	 Burke B, Stewart CL. The nuclear lamins: Flexibility in function. 
Nat Rev Mol Cell Biol. 2013;14(1):13–24. https://​doi.​org/​10.​
1038/​nrm34​88.

	 4.	 Poleshko A, et al. Genome-nuclear lamina interactions regulate 
cardiac stem cell lineage restriction. Cell. 2017;171(3):573–87 
e14. https://​doi.​org/​10.​1016/j.​cell.​2017.​09.​018.

	 5.	 Poleshko A, et al. H3K9me2 orchestrates inheritance of spatial 
positioning of peripheral heterochromatin through mitosis. Elife. 
2019;8. https://​doi.​org/​10.​7554/​eLife.​49278.

	 6.	 Worman HJ, Bonne G. Laminopathies: a wide spectrum of 
human diseases. Exp Cell Res. 2007;313(10):2121–33. https://​
doi.​org/​10.​1016/j.​yexcr.​2007.​03.​028.

	 7.	 Briand N, Collas P. Laminopathy-causing lamin A mutations 
reconfigure lamina-associated domains and local spatial chro-
matin conformation. Nucleus. 2018;9(1):216–26. https://​doi.​org/​
10.​1080/​19491​034.​2018.​14494​98.

	 8.	 Cheedipudi SM, et al. Genomic reorganization of lamin-associated 
domains in cardiac myocytes is associated with differential gene 
expression and DNA methylation in human dilated cardiomyo-
pathy. Circ Res. 2019;124(8):1198–213. https://​doi.​org/​10.​1161/​
CIRCR​ESAHA.​118.​314177.

	 9.	 Harr JC, et al. Loss of an H3K9me anchor rescues laminopathy-
linked changes in nuclear organization and muscle function 
in an Emery-Dreifuss muscular dystrophy model. Genes Dev. 
2020;34(7–8):560–79. https://​doi.​org/​10.​1101/​gad.​332213.​119.

	10.	 Nikolova V, et al. Defects in nuclear structure and function pro-
mote dilated cardiomyopathy in lamin A/C-deficient mice. J Clin 
Invest. 2004;113(3):357–69. https://​doi.​org/​10.​1172/​JCI19​448.

	11.•	 Shah PP, et al. Pathogenic LMNA variants disrupt cardiac lamina-
chromatin interactions and de-repress alternative fate genes. Cell 
Stem Cell. 2021;28(5):938–54 e9. https://​doi.​org/​10.​1016/j.​stem.​
2020.​12.​016. This study showed that LMNA mutations can 
cause lineage-specific changes in peripheral chromatin that 
correlate with inappropriate gene expression. It is possible 
this phenomenon occurs in LINC complex mutations and may 
be prevented in simultaneous LMNA and LINC perturbation.

	12.	 Bertero A, et al. Chromatin compartment dynamics in a hap-
loinsufficient model of cardiac laminopathy. J Cell Biol. 
2019;218(9):2919–44. https://​doi.​org/​10.​1083/​jcb.​20190​2117.

	13.	 Maraldi NM, Capanni C, Cenni V, Fini M, Lattanzi G. Lami-
nopathies and lamin-associated signaling pathways. J Cell Bio-
chem. 2011;112(4):979–92. https://​doi.​org/​10.​1002/​jcb.​22992.

	14.	 Muchir A, et al. Activation of MAPK pathways links LMNA 
mutations to cardiomyopathy in Emery-Dreifuss muscular dys-
trophy. J Clin Invest. 2007;117(5):1282–93. https://​doi.​org/​10.​
1172/​JCI29​042.

	15.	 Muchir A, Worman HJ. Targeting mitogen-activated protein 
kinase signaling in mouse models of cardiomyopathy caused by 
lamin A/C gene mutations. Methods Enzymol. 2016;568:557–
80. https://​doi.​org/​10.​1016/​bs.​mie.​2015.​07.​028.

	16.	 Wu W, Muchir A, Shan J, Bonne G, Worman HJ. Mitogen-
activated protein kinase inhibitors improve heart function and 
prevent fibrosis in cardiomyopathy caused by mutation in lamin 
A/C gene. Circulation. 2011;123(1):53–61. https://​doi.​org/​10.​
1161/​CIRCU​LATIO​NAHA.​110.​970673.

	17.	 Donnaloja F, Carnevali F, Jacchetti E, Raimondi MT. Lamin A/C 
mechanotransduction in laminopathies. Cells. 2020;9(5). https://​
doi.​org/​10.​3390/​cells​90513​06.

	18.	 Lammerding J, et al. Lamin A/C deficiency causes defective 
nuclear mechanics and mechanotransduction. J Clin Invest. 
2004;113(3):370–8. https://​doi.​org/​10.​1172/​JCI19​670.

	19.	 Swift J, Discher DE. The nuclear lamina is mechano-responsive to 
ECM elasticity in mature tissue. J Cell Sci. 2014;127(Pt 14):3005–
15. https://​doi.​org/​10.​1242/​jcs.​149203.

	20.	 Luperchio TR, Wong X, Reddy KL. Genome regulation at the 
peripheral zone: Lamina associated domains in development and 
disease. Curr Opin Genet Dev. 2014;25:50–61. https://​doi.​org/​
10.​1016/j.​gde.​2013.​11.​021.

	21.	 Shevelyov YY, Ulianov SV. The nuclear lamina as an organizer 
of chromosome architecture. Cells. 2019;8(2). https://​doi.​org/​
10.​3390/​cells​80201​36.

	22.	 Guelen L, et al. Domain organization of human chromosomes 
revealed by mapping of nuclear lamina interactions. Nature. 
2008;453(7197):948–51. https://​doi.​org/​10.​1038/​natur​e06947.

	23.	 van Steensel B, Belmont AS. Lamina-associated domains: 
Links with chromosome architecture, heterochromatin, and gene 
repression. Cell. 2017;169(5):780–91. https://​doi.​org/​10.​1016/j.​
cell.​2017.​04.​022.

312

http://creativecommons.org/licenses/by/4.0/
https://doi.org/10.1101/gad.1652708
https://doi.org/10.1083/jcb.200904124
https://doi.org/10.1038/nrm3488
https://doi.org/10.1038/nrm3488
https://doi.org/10.1016/j.cell.2017.09.018
https://doi.org/10.7554/eLife.49278
https://doi.org/10.1016/j.yexcr.2007.03.028
https://doi.org/10.1016/j.yexcr.2007.03.028
https://doi.org/10.1080/19491034.2018.1449498
https://doi.org/10.1080/19491034.2018.1449498
https://doi.org/10.1161/CIRCRESAHA.118.314177
https://doi.org/10.1161/CIRCRESAHA.118.314177
https://doi.org/10.1101/gad.332213.119
https://doi.org/10.1172/JCI19448
https://doi.org/10.1016/j.stem.2020.12.016
https://doi.org/10.1016/j.stem.2020.12.016
https://doi.org/10.1083/jcb.201902117
https://doi.org/10.1002/jcb.22992
https://doi.org/10.1172/JCI29042
https://doi.org/10.1172/JCI29042
https://doi.org/10.1016/bs.mie.2015.07.028
https://doi.org/10.1161/CIRCULATIONAHA.110.970673
https://doi.org/10.1161/CIRCULATIONAHA.110.970673
https://doi.org/10.3390/cells9051306
https://doi.org/10.3390/cells9051306
https://doi.org/10.1172/JCI19670
https://doi.org/10.1242/jcs.149203
https://doi.org/10.1016/j.gde.2013.11.021
https://doi.org/10.1016/j.gde.2013.11.021
https://doi.org/10.3390/cells8020136
https://doi.org/10.3390/cells8020136
https://doi.org/10.1038/nature06947
https://doi.org/10.1016/j.cell.2017.04.022
https://doi.org/10.1016/j.cell.2017.04.022


Current Cardiology Reports (2023) 25:307–314

1 3

	24.	 Shah PP, Keough KC, Gjoni K, Santini GT, Abdill RJ,  
Wickramasinghe NM, Dundes CE, Karnay A, Chen A, Salomon 
REA, Walsh PJ, Nguyen SC, Whalen S, Joyce EF, Loh KM, Dubois 
N, Pollard KS, Jain R. An atlas of lamina-associated chromatin across 
twelve human cell types reveals an intermediate chromatin subtype. 
Genome Biol. 2023 Jan 23;24(1):16. https://​doi.​org/​10.​1186/​s13059-​
023-​02849-5. PubMed PMID: 36691074; PubMed Central PMCID: 
PMC9869549.

	25.	 Chen X, Yammine S, Shi C, Tark-Dame M, Gondor A, Ohlsson  
R. The visualization of large organized chromatin domains 
enriched in the H3K9me2 mark within a single chromosome in 
a single cell. Epigenetics. 2014;9(11):1439–45. https://​doi.​org/​
10.​4161/​15592​294.​2014.​971633.

	26.	 Wen B, Wu H, Shinkai Y, Irizarry RA, Feinberg AP. Large 
histone H3 lysine 9 dimethylated chromatin blocks distin-
guish differentiated from embryonic stem cells. Nat Genet. 
2009;41(2):246–50. https://​doi.​org/​10.​1038/​ng.​297.

	27.	 Malashicheva A, Perepelina K. Diversity of nuclear lamin A/C 
action as a key to tissue-specific regulation of cellular identity in 
health and disease. Front Cell Dev Biol. 2021;9:761469. https://​
doi.​org/​10.​3389/​fcell.​2021.​761469.

	28.	 Santini GT, Shah PP, Karnay A, Jain R. Aberrant chromatin organ-
ization at the nexus of laminopathy disease pathways. Nucleus. 
2022;13(1):300–12. https://​doi.​org/​10.​1080/​19491​034.​2022.​
21535​64.

	29.	 Nmezi B, et  al. Concentric organization of A- and B-type 
lamins predicts their distinct roles in the spatial organization 
and stability of the nuclear lamina. Proc Natl Acad Sci USA. 
2019;116(10):4307–15. https://​doi.​org/​10.​1073/​pnas.​18100​70116.

	30.	 Sullivan T, et al. Loss of A-type lamin expression compromises 
nuclear envelope integrity leading to muscular dystrophy. J Cell 
Biol. 1999;147(5):913–20. https://​doi.​org/​10.​1083/​jcb.​147.5.​913.

	31.	 Davies PF, Tripathi SC. Mechanical stress mechanisms and the 
cell. An endothelial paradigm. Circ Res. 1993;72(2):239–45. 
https://​doi.​org/​10.​1161/​01.​res.​72.2.​239.

	32.	 Martino F, Perestrelo AR, Vinarsky V, Pagliari S, Forte G. Cellu-
lar mechanotransduction: From tension to function. Front Physiol. 
2018;9:824. https://​doi.​org/​10.​3389/​fphys.​2018.​00824.

	33.	 Maniotis AJ, Chen CS, Ingber DE. Demonstration of mechanical 
connections between integrins, cytoskeletal filaments, and nucleo-
plasm that stabilize nuclear structure. Proc Natl Acad Sci USA. 
1997;94(3):849–54. https://​doi.​org/​10.​1073/​pnas.​94.3.​849.

	34.	 Swift J et al.. Nuclear lamin-A scales with tissue stiffness and enhances 
matrix-directed differentiation. Science. 2013;341(6149):1240104. 
https://​doi.​org/​10.​1126/​scien​ce.​12401​04.

	35.	 McCreery KP, et  al. Nuclear stiffness decreases with dis-
ruption of the extracellular matrix in living tissues. Small. 
2021;17(6):e2006699. https://​doi.​org/​10.​1002/​smll.​20200​6699.

	36.	 Schneider SE, et al. Dynamic biophysical responses of neuronal 
cell nuclei and cytoskeletal structure following high impulse 
loading. Acta Biomater. 2022. https://​doi.​org/​10.​1016/j.​actbio.​
2022.​07.​002.

	37.	 Olivares-Navarrete R, et al. Substrate stiffness controls osteoblas-
tic and chondrocytic differentiation of mesenchymal stem cells 
without exogenous stimuli. PLoS One. 2017;12(1):e0170312. 
https://​doi.​org/​10.​1371/​journ​al.​pone.​01703​12.

	38.	 Walker CJ, et  al. Nuclear mechanosensing drives chromatin 
remodelling in persistently activated fibroblasts. Nat Biomed 
Eng. 2021;5(12):1485–99. https://​doi.​org/​10.​1038/​s41551-​ 
021-​00709-w.

	39.	 Lee JS, et  al. Nuclear lamin A/C deficiency induces defects 
in cell mechanics, polarization, and migration. Biophys J. 
2007;93(7):2542–52. https://​doi.​org/​10.​1529/​bioph​ysj.​106.​102426.

	40.	 Crisp M, et al. Coupling of the nucleus and cytoplasm: Role of 
the LINC complex. J Cell Biol. 2006;172(1):41–53. https://​doi.​
org/​10.​1083/​jcb.​20050​9124.

	41.	 Lombardi ML, Lammerding J. Keeping the LINC: The 
importance of nucleocytoskeletal coupling in intracellular 
force transmission and cellular function. Biochem Soc Trans. 
2011;39(6):1729–34. https://​doi.​org/​10.​1042/​BST20​110686.

	42.	 Kim DI, Birendra KC, Roux KJ. Making the LINC: SUN and 
KASH protein interactions. Biol Chem. 2015;396(4):295–310. 
https://​doi.​org/​10.​1515/​hsz-​2014-​0267.

	43.	 Chen CY, et  al. Accumulation of the inner nuclear enve-
lope protein Sun1 is pathogenic in progeric and dystrophic 
laminopathies. Cell. 2012;149(3):565–77. https://​doi.​org/​10.​
1016/j.​cell.​2012.​01.​059.

	44.••	Chai RJ, et al. Disrupting the LINC complex by AAV mediated 
gene transduction prevents progression of Lamin induced car-
diomyopathy. Nat Commun. 2021;12(1):4722. https://​doi.​org/​
10.​1038/​s41467-​021-​24849-4. This study demonstrated that 
mutating or ablating the LINC complex increases lifespan 
of Lmna mutant mice, providing critical evidence for the 
interrelationship between the nuclear lamina and LINC 
complex and suggesting that targeting the LINC complex 
may be beneficial in treating laminopathies.

	45.••	Seelbinder B, et al. Nuclear deformation guides chromatin reor-
ganization in cardiac development and disease. Nat Biomed 
Eng. 2021;5(12):1500–1516. https://​doi.​org/​10.​1038/​s41551-​
021-​00823-9. In this study, the research team showed nuclear 
deformation of cardiac myocytes via environmental stiffening 
or LINC disruption abrogated chromatin reorganization and 
resulted in re-localization of H3K9me3-marked chromatin 
from the nuclear periphery. This study provided important 
evidence that mechanical cues are integrated into normal 
developmental pathways, stabilizing cell fate, via chromatin 
reorganization.

	46.	 Fukui H, et  al. Bioelectric signaling and the control of car-
diac cell identity in response to mechanical forces. Science. 
2021;374(6565):351–4. https://​doi.​org/​10.​1126/​scien​ce.​abc62​29.

	47.	 Jain R, Epstein JA. Not all stress is bad for your heart. Sci-
ence. 2021;374(6565):264–5. https://​doi.​org/​10.​1126/​scien​ce.​
abm18​58.

	48.	 Vahabikashi A, et al. Nuclear lamin isoforms differentially con-
tribute to LINC complex-dependent nucleocytoskeletal cou-
pling and whole-cell mechanics. Proc Natl Acad Sci USA. 
2022;119(17):e2121816119. https://​doi.​org/​10.​1073/​pnas.​ 
21218​16119.

	49.	 Mejat A, Misteli T. LINC complexes in health and disease. 
Nucleus. 2010;1(1):40–52. https://​doi.​org/​10.​4161/​nucl.1.​1.​10530.

	50.	 Zhang J, et al. Nesprin 1 is critical for nuclear positioning and 
anchorage. Hum Mol Genet. 2010;19(2):329–41. https://​doi.​
org/​10.​1093/​hmg/​ddp499.

	51.	 Banerjee I, et al. Targeted ablation of nesprin 1 and nesprin 2 
from murine myocardium results in cardiomyopathy, altered 
nuclear morphology and inhibition of the biomechanical gene 
response. PLoS Genet. 2014;10(2):e1004114. https://​doi.​org/​
10.​1371/​journ​al.​pgen.​10041​14.

	52.	 Puckelwartz MJ, et al. Disruption of nesprin-1 produces an 
Emery Dreifuss muscular dystrophy-like phenotype in mice. 
Hum Mol Genet. 2009;18(4):607–20. https://​doi.​org/​10.​1093/​
hmg/​ddn386.

	53.	 Heffler J, et al. A balance between intermediate filaments and 
microtubules maintains nuclear architecture in the cardiomyo-
cyte. Circ Res. 2020;126(3):e10–26. https://​doi.​org/​10.​1161/​
CIRCR​ESAHA.​119.​315582.

	54.••	Nava MM, et al. Heterochromatin-driven nuclear softening 
protects the genome against mechanical stress-induced dam-
age. Cell. 2020;181(4):800–17 e22. https://​doi.​org/​10.​1016/j.​
cell.​2020.​03.​052. This study demonstrated two critical 
aspects of the impact of mechanical force on nuclei and 
genome organization: 1) that mechanical deformation of 

313

https://doi.org/10.1186/s13059-023-02849-5
https://doi.org/10.1186/s13059-023-02849-5
https://doi.org/10.4161/15592294.2014.971633
https://doi.org/10.4161/15592294.2014.971633
https://doi.org/10.1038/ng.297
https://doi.org/10.3389/fcell.2021.761469
https://doi.org/10.3389/fcell.2021.761469
https://doi.org/10.1080/19491034.2022.2153564
https://doi.org/10.1080/19491034.2022.2153564
https://doi.org/10.1073/pnas.1810070116
https://doi.org/10.1083/jcb.147.5.913
https://doi.org/10.1161/01.res.72.2.239
https://doi.org/10.3389/fphys.2018.00824
https://doi.org/10.1073/pnas.94.3.849
https://doi.org/10.1126/science.1240104
https://doi.org/10.1002/smll.202006699
https://doi.org/10.1016/j.actbio.2022.07.002
https://doi.org/10.1016/j.actbio.2022.07.002
https://doi.org/10.1371/journal.pone.0170312
https://doi.org/10.1038/s41551-021-00709-w
https://doi.org/10.1038/s41551-021-00709-w
https://doi.org/10.1529/biophysj.106.102426
https://doi.org/10.1083/jcb.200509124
https://doi.org/10.1083/jcb.200509124
https://doi.org/10.1042/BST20110686
https://doi.org/10.1515/hsz-2014-0267
https://doi.org/10.1016/j.cell.2012.01.059
https://doi.org/10.1016/j.cell.2012.01.059
https://doi.org/10.1038/s41467-021-24849-4
https://doi.org/10.1038/s41467-021-24849-4
https://doi.org/10.1038/s41551-021-00823-9
https://doi.org/10.1038/s41551-021-00823-9
https://doi.org/10.1126/science.abc6229
https://doi.org/10.1126/science.abm1858
https://doi.org/10.1126/science.abm1858
https://doi.org/10.1073/pnas.2121816119
https://doi.org/10.1073/pnas.2121816119
https://doi.org/10.4161/nucl.1.1.10530
https://doi.org/10.1093/hmg/ddp499
https://doi.org/10.1093/hmg/ddp499
https://doi.org/10.1371/journal.pgen.1004114
https://doi.org/10.1371/journal.pgen.1004114
https://doi.org/10.1093/hmg/ddn386
https://doi.org/10.1093/hmg/ddn386
https://doi.org/10.1161/CIRCRESAHA.119.315582
https://doi.org/10.1161/CIRCRESAHA.119.315582
https://doi.org/10.1016/j.cell.2020.03.052
https://doi.org/10.1016/j.cell.2020.03.052


Current Cardiology Reports (2023) 25:307–314	

1 3

nuclei can be “counteracted” by release of heterochroma-
tin from the nuclear periphery and 2) that failure for the 
nuclei to adapt to mechanical stress results in DNA dam-
age. This important work links chromatin reorganization 
to the mechanical state of a cell in an adaptation model for 
maintaining genome integrity.

	55.	 Heo SJ, Thakur S, Chen X, Loebel C, Xia B, McBeath R, 
Burdick JA, Shenoy VB, Mauck RL, Lakadamyali M. Aberrant 
chromatin reorganization in cells from diseased fibrous connec-
tive tissue in response to altered chemomechanical cues. Nat 
Biomed Eng. 2023 Feb;7(2):177–91. https://​doi.​org/​10.​1038/​
s41551-​022-​00910-5. Epub 2022 Aug 22. PMID: 35996026; 
PMCID: PMC10053755.

	56.	 Shah P, et al. Nuclear deformation causes DNA damage by 
increasing replication stress. Curr Biol. 2021;31(4):753–65 e6. 
https://​doi.​org/​10.​1016/j.​cub.​2020.​11.​037.

	57.	 Broers JL, Kuijpers HJ, Ostlund C, Worman HJ, Endert J, Ramaekers 
FC. Both lamin A and lamin C mutations cause lamina instability 
as well as loss of internal nuclear lamin organization. Exp Cell Res. 
2005;304(2):582–92. https://​doi.​org/​10.​1016/j.​yexcr.​2004.​11.​020.

	58.•	 Earle AJ, et al. Mutant lamins cause nuclear envelope rupture and 
DNA damage in skeletal muscle cells. Nat Mater. 2020;19(4):464–
73. https://​doi.​org/​10.​1038/​s41563-​019-​0563-5. This work pro-
vided evidence for two foundational topics in this review: 1) 
that LMNA mutations caused nuclear fragility and rupture 
and 2) that LINC complex perturbation ameliorated a LMNA 
mutant phenotype.

	59.	 Gonzalo S, Kreienkamp R. DNA repair defects and genome insta-
bility in Hutchinson-Gilford Progeria Syndrome. Curr Opin Cell 
Biol. 2015;34:75–83. https://​doi.​org/​10.​1016/j.​ceb.​2015.​05.​007.

	60.	 Gonzalo S. DNA damage and lamins. Adv Exp Med Biol. 
2014;773:377–99. https://​doi.​org/​10.​1007/​978-1-​4899-​8032-8_​17.

	61.	 Gonzalez-Suarez I, Redwood AB, Gonzalo S. Loss of A-type 
lamins and genomic instability. Cell Cycle. 2009;8(23):3860–5. 
https://​doi.​org/​10.​4161/​cc.8.​23.​10092.

	62.	 Gonzalez-Suarez I, et al. Novel roles for A-type lamins in tel-
omere biology and the DNA damage response pathway. EMBO J. 
2009;28(16):2414–27. https://​doi.​org/​10.​1038/​emboj.​2009.​196.

	63.	 Lawrence KS, et al. LINC complexes promote homologous 
recombination in part through inhibition of nonhomologous 
end joining. J Cell Biol. 2016;215(6):801–21. https://​doi.​org/​
10.​1083/​jcb.​20160​4112.

	64.	 Kirby TJ, Zahr HC, Hannah Fong EH, Lammerding J. Elimi-
nating elevated p53 signaling in Lmna-mutant mice fails to 
rescue skeletal muscle defects or extend survival. bioRxiv. 
2022;2022.07.08.499329. https://​doi.​org/​10.​1101/​2022.​07.​08.​
499329.

	65.	 Gonzalez-Sandoval A, et al. Perinuclear anchoring of H3K9-
Methylated chromatin stabilizes induced cell fate in C. elegans 
embryos. Cell. 2015;163(6):1333–47. https://​doi.​org/​10.​1016/j.​
cell.​2015.​10.​066.

	66.	 Kind J, van Steensel B. Genome-nuclear lamina interactions and 
gene regulation. Curr Opin Cell Biol. 2010;22(3):320–5. https://​
doi.​org/​10.​1016/j.​ceb.​2010.​04.​002.

Publisher's Note  Springer Nature remains neutral with regard to 
jurisdictional claims in published maps and institutional affiliations.

314

https://doi.org/10.1038/s41551-022-00910-5
https://doi.org/10.1038/s41551-022-00910-5
https://doi.org/10.1016/j.cub.2020.11.037
https://doi.org/10.1016/j.yexcr.2004.11.020
https://doi.org/10.1038/s41563-019-0563-5
https://doi.org/10.1016/j.ceb.2015.05.007
https://doi.org/10.1007/978-1-4899-8032-8_17
https://doi.org/10.4161/cc.8.23.10092
https://doi.org/10.1038/emboj.2009.196
https://doi.org/10.1083/jcb.201604112
https://doi.org/10.1083/jcb.201604112
https://doi.org/10.1101/2022.07.08.499329
https://doi.org/10.1101/2022.07.08.499329
https://doi.org/10.1016/j.cell.2015.10.066
https://doi.org/10.1016/j.cell.2015.10.066
https://doi.org/10.1016/j.ceb.2010.04.002
https://doi.org/10.1016/j.ceb.2010.04.002

	InterLINCing Chromatin Organization and Mechanobiology in Laminopathies
	Abstract
	Purpose of review 
	Recent findings 
	Summary 

	Introduction: The Nucleus Organizes Chromatin
	Nuclear Organization and Mechanotransduction: Mechanical Signals are Sensed by the Nucleus and Impact Genome Organization
	Defects in Nuclear Lamins may Impact Mechanosensing
	Aberrant Chromatin Organization may Link Mechanosensing- and Lamina-Mediated Laminopathy Disease Progression
	Conclusion
	Acknowledgements 
	References


